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re Application of 
BOUCHER, CHARLES 
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Filed: January 28, 2002 



Attorney Docket No. DVME-1014USCON1 

Group Art Unit: 1631 

Examiner: CHANNING MAHATAN 



For: METHOD FOR EFFECTING COMPUTER IMPLEMENTED DECISION-SUPPORT IN 
THE SELECTION OF THE DRUG THERAPY OF PATIENTS HAVING A VIRAL DISEASE 

DECLARATION OF CHARLES BO UCHER PURSUANT TO 37 C.F.R S1.132 

Assistant Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 



Sir: 



1. I, Charles Boucher, hereby declare as follows: 

2 . I am the sole inventor for the above-identified application. . My detailed curriculum 
vitae is attached hereto as Exhibit A. 



3. 



I have reviewed the specification, drawings and currently pending claims of U.S. patent 
application no. 10/058,622. I have also reviewed the Office Action mailed on July 29, 
2003 (hereinafter "the Office Action"), the applicant's response to the Office Action, 
which arrived at the United States Patent and Trademark Office (hereinafter "USPTO") 
on November 28, 2003, the Final Rejection mailed on February 24, 2004 (hereinafter 
"the Final Rejection"), the applicant's response to the Final Rejection, which arrived at 
the USPTO on April 26, 2004, and the Advisory Action mailed on May 12, 2004 
(hereinafter "the Advisory Action"). 

4. I am informed that claims 2 1-63 of the present application stand rejected under 35 
U.S.C. §1 12, 1 st paragraph; as failing to comply with the enablement requirement. 
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5. I am informed that the standard for detemiining whether the specification meets the 
enablement requirement was set forth in Mineral Separation v. Hyde, 242 U.S.261,270 
(1916), which posed the question, "is the experimentation needed to practice the 
invention undue or unreasonable?" 

5 

6. I am also informed that the factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 

1 0 (A) The breadth of the claims; 

(B) The nature of the invention; 

(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 

(F) The amount of direction provided by the inventor; 

(G) The existence of working examples; and 

1116 quantity of experimentation needed to make or use the invention based 
25 on the content of the disclosure. 

In re Wands, 858 F.2d 731,737,8 USPQ2d 1400, 1404 (Fed.Cir.1988) and MPEP 
§2 164.01(a). 
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7. 
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With regard to the breadth of claim 21, claim 21 of the present application is relatively 
narrow since it requires the use of a rules database wherein each rule indicates the 
suitability of a drug for treatment of a specific viral genotype. Moreover, the method of 
claim 21 displays drugs suitable for therapy in a ranking based on their suitability 
indication. The suitability indication is based on at least a combination of: (a) a first 
value indicating resistance level of the genotype for that drug, and (b) a second value 
indicating the confidence in the first value. Thus, to perform the method of independent 
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claim 21, a skilled person must be able to provide a rules database that gives a 
suitability indication, based on the first and second values (a)-(b). 

8. With regard to the nature of the invention, the invention relates to a method for 
5 computer implemented decision support in selection of drug ifcerapy. As such, the 

invention lies in an improved computer implementation of a specific type of mental 
process that doctors carry out on a regular basis, albeit without computer 
implementation. More particularly, doctors currently make selections of appropriate 
drug therapies. Such selections are often based on factors such as the resistance level of 

10 a particular genotype for a particular drug, as well as the degree of confidence the 

doctor has in the information that is relied upon for determining the resistance level of 
that genotype for that drug. Therefore, the nature of the invention is such that the 
skilled person already knows how to select a drug therapy, by the performance of a 
mental process, using the type of information required by claim 1 of the present 

15 application. 
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9. 



10. 



The state of the prior art is evidenced by, for example, two of the documents of record 
in die present application, namely, "CTSHTV: A Knowledge-Based System for the 
Management of HIV-infected Patients," Pazzani et at., Proceedings: Intelligent 
Information Systems, US' 97 (CAT. No. 97TB1O0201), 1997, pages 7-13 (hereinafter 
"Pazzani et al."); and "Knowledge-Based Avoidance of Drug-Resistant HTV Mutants," 
Lathrop et al., American Association of Artificial Intelligence, 1998, pages 1071-1078 
(hereinafter "Lathrop '98"). Lathrop '98 describes the CTSHIV system that is 
employed in the method of Pazzani et al. 

The level of ordinary skill in the art is high. Specifically, Lathrop>98 describes an Al 
system (CTSHIV) that connects the scientific literature describing specific HTV drug 
resistances directly to the customised treatment strategy of a specific HIV patient. Rules 
in the CTSHIV knowledge base encode knowledge about sequence mutations in the 
HTV genome that have been found to result in drug resistance to the HIV virus. The 
rules represent knowledge about HIV drug resistance as a set of if-then rules of the 
form: 
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IF <antecedent> THEN <cousequent> [weight] 

The system described in Pazzani et al. uses the CTSHIV expert system that is described 
in Lathrop '98. Thus, from Pazzani et al. and Lathrop '98, it is clear that the skilled 
person already knows how to implement a rules database wherein a suitability 
indication is based on a value indicating resistance level of the genotype for that drug, 
i.e. element (a) of claim 1 of the present application. 

1 1. Lathrop '98 also teaches that, 'The weight associated with a rule is not a confidence as 
in many expert systems. Rather it reflects the estimated level of resistance to a 
particular drug" (Seepage 1073, last paragraph of Lathrop '98). This statement 
indicates that, as of 1998, there were many expert systems in existence, which 
employed a confidence value to determine the weight associated with a particular rule 
in a knowledge-based system. In my opinion, this demonstrates that, as of 1998, a 
skilled person was capable of implementing element (b) of claim 1 of the present 
application, namely, basing a suitability indication on a value indicating the confidence 
in the value indicating a resistance level of the genotype for that drug. 



12. 



13. 



The level of predictability in the art of computer-implemented decision support is very 
high since this art involves the application of a rules database, using a computer. Thus, 
a skilled person can predict, from knowledge of the rules database, what the outcome of 
the method will be. The skilled person can also predict the effect of a change in the 
rules database on the outcome of the method, from knowledge of the rules database. 

A very significant amount of direction is provided in the present application for 
implementation of the method of claim 1 . For example, the specification discusses how 
the conferred resistance by substitution is derived and how a value is assigned 
indicative of resistance level. See page 3, line 31, to page 5, line 11, of the application 
as originally filed. This part of the application explains, among other things, that the 
information on the conferred resistance by substitutions is obtained from scientific 
articles and evaluations by pharmaceutical companies, which information is carefully 
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examined by the experts of a core-committee. In the end the core-committee assigns a 
value indicating the resistance level. See page 4, lines 15-18 of the application as 
originally filed. In my opinion, the direction given in the application on how to assign a 
value indicating the resistance level, is sufficient for a person skilled in the art to 
implement this aspect of the claimed invention since, as discussed above with respect to 
the state of the art, the skilled person already knows, from Pazzani et al. and Lathrop 
'98, how to create a rules database which assigns a value indicating resistance level. 

14. Also, the specification at page 5, line 35, to page 6, line 6, sets forth an example of how 
to determine the confidence level. In this example, objective criteria are employed. 
Specifically, the confidence level may be one of three levels, namely, (1) the drug result 
is based on suggestive evidence, (2) the drug result is proven in vitro, or (3) the drug 
result is proven in vivo. In my opinion, it is straightforward for a person of ordinary 
skill in the art to assign a confidence level on this basis since mat person need only read 
the experimental portion of the information in question to determine whether tests were 
carried out in vivo, in vitro, or otherwise. Moreover, the skilled person is already 
familiar with expert systems employing confidence levels as weighting factors, as 
discussed above with respect to Lathrop '98, and thus would have no difficulty in 
implementing the present method based on the application of common general 
knowledge and the detailed teaching of how to assign a confidence level that is 
provided in the present specification at page 5, line 35 to page 6, line 6. 



15. 



In addition, the specification of the present application describes how to assign the 
suitability level at page 6, lines 8-26. This description is sufficient for a skilled person 
because the suitability level is the resistance level weighted based on a confidence 
value. As discussed above, Lathrop '98 makes it clear that many expert systems 
already existed as of 1998 wherein a first value is weighted based on a second 
confidence value. 



1 6. Furthermore, the present specification extensively describes the manner of updating the 
rules database on page 3, line 31, to page 4, line 18, of the application as originally 
filed. Specifically, the rules database is updated by a core committee that periodically 
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reviews, on a frequent basis, the latest publications on the subject and decides which 
adjustments should be made to the rules, based on these latest publications. 

17. The present specification contains an extensive working example at pages 7-12 and in 
Figures 1-3 of the present specification. 

18. In my opinion, essentially no experimentation is required to implement the present 
invention based on the disclosure of the application as filed, taken in combination with 
the common general knowledge of a skilled person. As discussed above, the skilled 
person already knows how to assign a first resistance value from Pazzani et al. and 
Lathrop '98, the specification provides an objective method of determining a 
confidence value mat can easily be carried out by a skilled person, and the skilled 
person already knows how to weight a first value based on a confidence value, as can 
be concluded from Lathrop s 98 which teaches that many such expert systems were 
already in existence in 1998. 

Claim 44 

1 9. The method of claim 44 can be carried out by a skilled person in the same manner as 
discussed above with respect to claim 21, except that in the method of claim 44, the 
rules database must include a rule for determining the suitability of a drug for treatment 
of a specific viral genotype, when that drug is taken in combination with another drug. 

20. In my opinion, the skilled person can implement the method of claim 44 with 
essentially no experimentation since the skilled person can easily implement the only 
further step required by claim 44, that is not present in the method of claim 21 . For 
example, the skilled person can formulate a rule for determining the suitability of a drug 
for treatment of a specific viral genotype, when that drug is taken in combination with 
another drug in the same manner that the first value indicating resistance level is 
formulated in the method of claim 21, except that in this case the skilled person would 
refer to information relating to particular combinations of drugs to formulate the 
resistance value, rather than to information relating to the use of individual drugs. 
Thus, the skilled person would have no difficulty in implementing the method of claim 
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44 of the present application in view of the disclosure of the present specification and 
the common general knowledge of a person skilled in the art. 

Claim 51 

2 1 . The method of claim 5 1 can be carried out by a skilled person in the same manner as 
discussed above with respect to claim 21, except that in the method of claim 51, the 
rules database must include a rule for determining the suitability of a drug for treatment 
of a specific viral genotype which takes into account the level of the drug in a patient. 

22. In my opinion, the skilled person can implement the method of claim 5 1 with 
essentially no experimentation by including as a data input to the rules database, the 
level of the drug in the patient, as specified in the information relied upon for creation 
of the rules database. Then, when a suitability indication is desired, the skilled person 
may specify or determine the desired drug level so that the rules database will limit its 
consideration of information to only information relevant to the specified drug level. 
This will generate a list of drug therapies, which are based on a resistance value at a 
particular drug level, as required by die method of claim 51. 

Claim 60 

23. The method of claim 60 can be carried out by a skilled person in the same manner as 
discussed above with respect to claim 21, except that in the method of claim 60, the 
rules database must include a rule for determining the suitability of a drug for treatment 
of a specific viral genotype which takes into account the clade of a virus. 

24. In my opinion, the skilled person can implement the method of claim 60 with 
essentially no experimentation by including as a data input to the rules database, the 
clade of the virus, as specified in the information relied upon for creation of the rules 
database. Then, when a suitability indication is desired, the skilled person may specify 
or determine the clade so that the rules database will limit its consideration of 
information to only information relevant to the specified clade. This will generate a list 
of drug therapies, which are based on a resistance value for a particular virus clade, as 
required by the method of claim 60. 
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Dependent Claims 

25. Some of the dependent claims of the present application require rules for different 

protein substitutions and/or type of drug activity. In my opinion, the skilled person can 
implement the methods of these dependent claims with essentially no experimentation 
by including as a data input to the rules database, the protein substitutions and/or type 
of drug activity, as specified in the information relied upon for creation of die rules 
database. Then, when a suitability indication is desired, the skilled person may specify 
the protein substitutions and/or type of drug activity so that the rules database will limit 
its consideration of information to only information relevant to the specified protein 
substitutions and/or type of drug activity. This will generate a list of drug therapies, 
which are based on a resistance value for a particular protein substitution and/or type of 
drug activity, as is required by these dependent claims. 



26. 



Some of the dependent claims of the present application require consideration of 
clinical experience in determining a suitability indication. According to the 
specification at page 6, lines 27-3 1, clinical experience can mean experience provided 
by experts, or it can comprise the outcome of clinical studies relating the presence of 
substitutions at the start of therapy directly to clinical or virological outcome. In my 
opinion, substantially no experimentation is required to consider clinical evidence in 
determining a suitability indication. For example, in the case of experience provided by 
experts, the experts can simply weight the suitability indication based on their own 
clinical experience, e.g. an expert that has a significant amount of favorable clinical 
experience will raise the suitability indication to reflect the favorable clinical 
experience. In the case of using the outcome of clinical studies as die clinical 
experience, the incorporation of this information can be done in essentially the same 
way that the information relating to the resistance level is incorporated into the rules 
database. 



27. I hereby declare that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true, and further that 
the statements were made with the knowledge that willful false statements and the like 
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made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 
of the United States Code and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 
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Dated: VJLU_ \ 



3 



Respectfully submitted, 



By: 




CURRICULUM VITAE 



Name 

Place of birth 
Date of birth 
Nationality 
Home address 



Charles Achim Bernard Boucher. MD, PhD 
Amsterdam 
January 16, 1958 
Dutch and Belgian 

Kromme Nieuwegracht21, 3512 HD Utrecht, the Netherlands 
telephone home (31-30) 234 20 10, mobile 31651203640 



Education 

1970-1977 
1977 

1977-1983 
1983 

1983-1987 

1986 

1987 

1987-1991 

1991 
1993 



Barlaeus Gymnasium, Amsterdam 
Gymnasium Beta 

Study Medicine. University of Amsterdam, Faculty of Medicine 
Doctoraal degree 
Medical internships 

Visiting fellow, School of Medicine, Yale University, USA 

Cum Laude Medical degree (MD) 

Medical microbiologist training 

Academic Medical Centre, University of Amsterdam 

Board certification clinical microbiologist 

Ph.D.-degree University of Amsterdam, Faculty of Medicine . 

Thesis: "Characterisation of human immunodeficiency viruses durina 

zidovudine treatment" y 



Present position and Assignments 



fiSSf? n rofeSS ? r L n , V ir ol ?9V« Department of Virology, Eijkman Winkler Institute, Faculty of 
Medicine. University Medical Center Utrecht. ™cuiiy ot 

Coordinator of a grant from the European Commission to form a network of 16 Eurooean 
countnes entitled Spread, A Network to control spread of HIV drug resistance ° P6an 

Scientific Advisor Virology Education BV Utrecht. 

Visiting Associate Professor, University of Stanford, School of Medicine. Stanford, CA, USA 



Professional and scientific experience 



1 983-1 985 Research assistant clinical virology Department of Medical Microbiology, 

University of Amsterdam head; Prof. Dr J. van der Noordaa. 

1989 Scholarship on behalf of the Royal Dutch Academy of Sciences. 

Visiting fellow, Department of Paediatrics, Division of Infectious Disease. 
Yale University, New Haven, Connecticut USA, head: Prof. G Miller. 

1 987-1 991 Specialisation in clinical microbiology, Medical Microbiology Department 

Academic Medical Centre, head Prof. Dr J. van der Noordaa 

1989-1993 Doctoral research: Virological effects of zidovudine treatment 

Medical Microbiology Department. Human Retrovirus Laboratory, head 
Prof. Dr J. Goudsmit, Academic Medical Centre, University of 
Amsterdam 

1989 Visiting fellow, Wellcome Research Laboratories. Molecular Sciences 

Department, Beckenham. England Research: "Detection of zidovudine 
resistance causing mutations" head Dr G. Darby 

1991-1995 Head of the Antiviral Therapy Laboratory, Medical Microbiology 

Department. Academic Medical Centre, head Prof. Dr J. van der 
Noordaa. 

1 995 " Associate professor in clinical Virology, Department of Virology, Eijkman- 

Wmkler Institute for Medical Microbiology, University Medical Centre 
Utrecht head Prof. Dr. J. Verhoef. 

1997-2001 Co-ordinator Grant from the European Commission. European Network 

for Evaluation of AIDS therapy ENVA' 



2001- 



Visiting associate professor, School of Medicine, Stanford University 



Education and teaching 

1987-89 Inleiding medische microbiologie voor OK verpleegkundigen 

1987-91 Training coassistenten geneeskunde in handvaardigheden en interpretatie van 
medisch microbiologische technieken 

1 992 Docent voor tweede studiejaar geneeskunde klinisch lijnonderwijs 

1994 Dragnostiek en therapie van infecties, cursus voor assistenten interne geneeskunde 

en microbiologie, 1 7 december 1992. Antiretrovirale therapie 

1993 Docent voor derde studiejaar geneeskunde klinisch lijnonderwijs 

1993 Hoofdvakbegeleider vierde jaars student medische microbiologie 

1993 Nascholingscursus HIV Infectie & AIDS. HIV: biologisch fenotyp© en resistentie 

Stichting Nascholingscursus inwendige genees-kunde Amsterdam (NIGA) Heelsum 
4-5 maart. " 

1996 7th Utrecht Medical Summer School. 8-25 July, 1996: Principles and Practice of 
Infectious Diseases "Therapy of HIV infection; new insights" 

1996-2003 Verzorging cyclus Virologie derde studiejaar geneeskunde. 

1997 Vakgroep Immunologic Caput College "Therapy of HIV anno 1997." 

1997 Gastcollege Rega fnstituut, Katholieke Universiteit Leuven. Belgie 

Anti-HIV therapy and resistance, in vitro and in vivo evaluation. 

1997 Voordracht tb.v. Catharijnecursus, Universiteit Utrecht 

Techniek en toepassingsmogeiijkheden van PCR 

1997 Deelname aan collegeprogramma Speciele Farmacologie/Psychofarmacologie, 4e 

jaars studenten geneeskunde, 1e semester '97/*98. Rudolf Magnus Instituut voor 
Neurowetenschappen. Universiteit van Utrecht. Virustatica 

1999 Lid nieuwe curriculum commissi© geneeskunde, Faculteit Geneeskunde Universiteit 

Utrecht 

1996 Co-promotor bij de promotie van M.D. de Jong, proefschrift Drug-failure in HIV-1 
infection causes and implications for therapeutic strategies, Universiteit van 
Amsterdam ' 

1997 Lid van Promotiecommissie bij de promotie mw. drs. A.B. van 't Wout op 18 juni 
1997, Universiteit van Amsterdam. 

1997 Lid van Promotiecommissie bij de promotie Dr, A A. Imrie Genotypic and phenotypic 
characterization of transmitted human immunodeficiency virus type-1 University of 
New South Wales, Australia 

1998 Lid van Promotiecommissie bij de promotie Dr B. B. Oude Essink Reverse 
transcription of the HIV-1 genome. Universiteit van Amsterdam 



1998 Co-promotor bij de promote van Dr. A.M. Been-Tiktak Clinical 'and Virological 
Evaluation of Atevirdme and Delavirdine. Nonnucleoside Reverse Transcriptase 
Inhibitors. Universiteit van Utrecht iranscnptase 

1999 Co-promotor bij de promotie van Dr. M Nijhuis.F/fness ofHIV-1 during antiretroviraJ 
therapy. Universiteit van Utrecht M 

1999 Lid van Promotlecommissie bij de promote van Dr. D. W. Notermans.T/je -triple 
study Viral dynamics and immune reconstruction in HIV-1 infection during potent 
anhretroviral therapy. Universiteit van Amsterdam. H 

2000 Co-promotor bij de promotie van Dr. W Keulen. Evolution of drug-resistant HIV-1 
variants. Universiteit van Utrecht 9 res,SIanT HIV 7 

2001 Lid van Promotiecommissie bij de promotie van Dr. M. E. van Praag, Anatomical 
and cellular reservoirs for HIV during potent antiretroviral therapy, Universiteit van 
Amsterdam 

2001 Lid van examencommissie bij de promotie van Dr. K Van Vaerenbergh Study of the 

impact ofHIVgenotypic drug resistance testing on therapy efficacy. Universiteit van 
Leuven 

2001 Co-promotor bij de promotie van Dr. J.C, Stuart, HIV and the immune system during 

highly active antiretroviral therapy. Universiteit van Utrecht 

2003 Lid van Promotiecommissie bij de promotie van Dr. C. Da Fonseca Pereira HIV-1 

neuropathogenesis and antiviral research. Universiteit van Utrecht 

2003 Lid van de organizing committee 'Course epidemiological principles of infectious 

diseases". April 22 - 25. 2003 

2003 Lid van de Promotiecommissie bij de promotie van Dr. M.G.J, van Kraaji. Promotie 

op 7 Oktober 2003. 
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1995 Sardinia. Italy 

1996 Whistler, Canada 
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2001 Scotsdale USA 
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2002 Washington. USA 
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. Organiser of the Dynamics of HIV Infection Meeting 1995 Arden Conference Centre 
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Guest-editor Antiviral Therapy 
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Implications for Future Therapies. 
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3. Virology, Resistance and Clinical Implications. Glasgow. UK, 8-12 november 1998 
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Co-chair 6th Annual International Discussion Meeting on HIV Dynamics and Evolution 
Atlanta Georgia, USA, March 26-29. 1999. Session: Dynamics and evoluuon of H V ' 
antiviral resistance. 

Chairman of the II International Workshop on HIV eradication, Fundacio irsiCaixa ( 1 999) 

Chairman of the First International Symposium on Diagnostic Technologies for HIV/AIDS 
and Other Life-Threatening Illnesses (1999) 

Member of the 'Comitato Scientific©' of ReAd Files, Italy. January 2000 

Chair during the NAM symposium on "Emerging Therapies for HIV Infection: new targets 
and sustainable strategies" in London on May 9th 2003. 

Panelmember during the session "Clinical Cases" as part of the 9th European AIDS 
Conference (EACS) in Warsaw, Poland. Date: October 28. 2003. 

o^?. 8 '^ the 4rd lntemational Workshop on HIV Eradiction held on November 1 4th 
2003 in Barcelona. 

Chair during the 1st International Workshop on HIV Persistence during Therapy held from 
December 10 - 12, 2003 in St. Martin. December 11th. Session IV: Primary HIV 
infection, Transmission & Eradication Issues. 

Chair during the Interactive Resistance Workshop in Berlin held on March 8th 2004. 

Interview bij AVRO's 1 op de middag op over de Vogelgriep 2 februari 2004. 

OC member of the 5th International Workshop on Clinical Pharmacology of H IV Therapy 
held in Rome from April 1st until April 3rd 2004. 

1990-91 Lid van bestuur Vereniging voor arts-assistenten medische microbiologic 

1992- 94 Lid van het dagelijks bestuur van de vakgroep medische microbiologie 

1993- 94 Adviserend lid Faculteitsraad Geneeskunde Universiteit van Amsterdam. 

1994- 95 Gekozen lid faculteitsraad Geneeskunde. Universiteit van Amsterdam. 

Scientific consultant for 

Wellcome Reseach Laboratories UK/ Glaxo Group Research UK 
Janssen Pharmaceuticals Belgium. 



Hoechst AG Germany, Upjohn USA, 
Roche Medical Systems Alameda USA 
Roche Pharmaceuticals. Swiss 
Bristol-Myers Squib, USA 
Boehringer Ingelheim 
Abbott Diagnostics 

Scientific reviewer for 

Journal of Infectious Disease 
Lancet 

Acta Clinica Belgica 
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Antiviral Research 

Antimicrobial Agents and Chemotherapy 
Journal of Virology 

Proceedings National Academy of Sciences 
Journal of AIDS 



Memberships 



Advisory Board Paediatric Network on Treatment of Children with AIDS 
European Community- 
Advisory Board European Collaborative Study on HIV transmission, European 
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Antiviral Research Society. 
American Society for Microbiology. 
American Academy of Science. 
New York Academy of Sciences. 
Editorial board of "Antiviral Therapy". 
European Group of Rapid Viral Diagnosis. 
International AIDS Society. 
Dutch AIDS Treating Physician's Society. 

Commission Genetic Modification of the Ministry of Housing, Spatial Planning 
and Environment y 

European Society for Paediatric Infectious Diseases. 

Editorial Board member of ReAd files. Project for a newsletter on HIV drug 
resistance & adherence to antiretroviral therapy. 

Drugs Sr ° f Ed,t ° rial Board of Current °P ini °n in Anti-infective Investigational 



International Association of Physician in AIDS Care (IAPAC). 

Editorial Board of Antimicrobial Agents and Chemotherapy. 

Scientific Advisory Committee for the Collaborative Research Seminar on HIV 
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Member of the "Platform HIV/AIDS Onderzoek en Behandeling in 
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Workshop 5 Tailonng diagnostics and treatment to create Integrated healthcare 
solutions 0 . * 
Use of genotype testing to improve HIV therapy. 

Xth Symposium on HIV Infection. Visible Genetics Symposium, Toulon France 
June 17^ 1999. "Standardization of HIV Drug Resistance Testing in Routine Clinical 
■ racnce . 
introduction 

The European VIGILANCE Surveillance Program 

9. Deutscher Workshop der DAGNA, Fortbildung fur Artzte und kooperierende 
Berufsgruppen^urHIV/AIDS-Problematik, Koln, Germany. September 4, 1999 
Pesistenzen 

Training program on new trends in Diagnostic & Treatment of HIV, Roche, Montreal, 
Canada, September 10-12, 1999. ' 
Resistance -Genotyping & Phenotyping 
Update on CHEESE study 

llnd Workshop of European Paediatric HCV Network (APHN). Turin, Italy 4^5 
October 1999. Virologic aspects involved in the vertical transmission of HCV and 
disease progression; facts and speculations 

British HIV Association Autumn Meeting 'HIV Treatment Guidelines", Royal College 
of Physicians, London, United Kingdom, October 9, 1999. 
How to change therapy based on resistance 

Programme Feedback Meeting, Utrecht, The Netherlands, 12 oktober 1999 
De klinische betekenis van resistentie 

V Reunion Naciona! sobre el SIDA, Pamplona, Spain, April 6th 2000 
HIV drug resistance. State of the art. 

Wl/2slSen?e rSUS lnfectieziekten ' 8 * 10 feb ™an 2001 te Noordwijkerhout 
4 e Abbott voorjaarsbijeenkomst, Middelburg, The Nederlands, 12 april 2001. 



Resistentie in vitro. 



01.09L Symposium bij de aanbieding aan de Minister van Volksgezondheid Welrijn en 
Sport, mw. Dr. E. Borst-Eilers, van het eindrapport van net ATHENA project 
Behandeling van HIV in Nederiand: resultaten van drie jaar monitoring van ' 
gernfecteerde patienten na de introductia van HAART. 1 2 September 200 1 . 

01 .1 1 L 3rd International Workshop on HIV Eradiction, Spain 1 6 November 2001 
Complete inhibition of viral replication, can we achieve it? 

02.02L Virology: A New Perspective Conference. Victoria Australia, 14-17 februari 2002 
How to interpret HIV drug resistance? 

02.09L HIV-Resistenz-Workshop Viruslast. CD 4 -Zahl und Resistenz-Scheideweg zum 
Therapieoptimum. Berlin. 20 September 2002. Update on Protease Inhibitor 
Resistance. 

02 " 10L fZ^Z^^T a " d n ff^^°'ogy- From laboratoy to patient Stanford 
University, 1 en 2 oktober2002. When and How to Use Resistance Tests. 

02.10L Bijeenkomst nascholing apothekers. Amsterdam. 30 oktober 2002 Klinische 
toepassingen van HIV resistentie bepalingen. 

02.1 1 L Controversies and complementarity, or what do we (really) learn from our 

neighbours? A joint meeting of the: Societe Beige d'lnfectiologie et de Microbiologic 

?^/L/.!Slf C J 1 ft e ». Vere " i9i '? S voor lnfecti °'°9ie en Klinische Microbiologie 
(SBIMC/BVIKM; 19 meeting); Vereniging voor Infectieziekten (VIZ) and 

NnSmhor^nnf 3"° T' Mediscne Microbiologie (NVMM). Antwerpen. 7 en 8 
November 2002. HIV genotypmg: yes or no? 

02.11L Zesde Nationaal Congres SOA - HIV- AIDS. Amsterdam. 29 november2002 

Debet: Mag nsico op resistentieontwikkeling een reden zijn om geen grootschalige 
behandelprogramma's in ontwikkelingsfanden op te zetten? Georganiseerd door de 
Artsen zonder Grenzen. 

03.03L Refereeravond Maatschap Artsen-Microbioloog Brabant. Tilburg. 1 2 maart 2003 
ri/v-genotypenng. 

03.04L Education Course for Medical Doctors (University Milano / University of Utrecht April 
1 3-1 6, 2003.). HIV and antiviral-drug resistance. Lecture date: April 1 5 th 2003. 



03.09L 



03.1 1L 



Short Course on ARV Therapy (SCART), Antwerp, 1-19 September 2O03 
Resistance: genotype/phenotype. Lecture date: September 1 0 m 2003. 



03.09L De toekomst van onderzoek in en over Afrika aan de Universiteit Utrecht HIV 
resistentie in de derde wereld. Dinsdag 30 September 2003. 

03. 1 1 L The 4rd International Workshop on HIV Eradiction (Barcelona). Complete and 

continuous viral inhibition, where do we stand? Lecture date: November 14 th 2003 
Charles Boucher co-chaired this meeting. 



Hoffman La-Roche's Physicians Forum Meeting. Workshop 4: Optimizing the 
SXSSwL" md, ^ U2, % b ^^und therapy. Together with Jonathan Schapiro, 
Dan Kurizkes and Deenan Pillay. Lecture date: November 1 6 m 2003. 



I 



03.12L Zevende Nationaal congres SOA * HIV * AIDS. Workshop HIV en AIDS H/\A 

resistentie: hoe emstig is het? Suzanne Jurriaans (AMC, Amsterdam). Referent 
Charles Boucher. Maandag 1 december 2003 

03.12L Therapeutic Drug Monitoring van anti-HIV midddelen: toepassingen en beperkingen 
Minisymposium ter gelegenheid van de promotie van drs. R.E. Aarnoutse. Het IQ 
concept; farmacologie ontmoet virology, Dinsdag 2 december 2003 ' 

03.12L Resistentie Problematiek, presentatie gehouden op 14 december 2003 tijdens de 1e 
HIV/AIDS Workshop/nascholing voor Nederlandse HIVbehandelaren (11 tot en met 
13 december 2003, Paramaribo, Suriname). 

04.02L Fuzeon Update (Roche Nederland B.V.): Workshops 'FUZEON, leren van elkaaf 
gehouden op 19 februari 2004 

04.03L Paul Ehrlich, Combating Pathogens and Cancer, Symposium to Mark the 150th 
Anniversary of Paul Ehrlich's Birth. Presentatie gehouden op 16 maart 2004 
Development of HIV Resistance: Clinical Implications and Fitness Costs. 

04.04L Triple nucleoside regimens and drug resistance, presentation held on April 2nd 2004 
during the 5th International Workshop on Clinical Pharmacology of HIV TheraDV in 
Rome. Ky 



